REMARKS 

Claims 25^4 and 55-103 are currently pending. Claims 69, 70 and 89 are withdrawn. 
Claim 72 has been canceled. Claim 25 has been amended to recite at least two target genes. 
Support for this amendment is found in the specification at, for example, paragraph [0067]. 
Claim 25 has also been amended to recite determining and identifying the polynucleotide- 
intronic RNA complexes and determining gene expression levels of the at least two target genes 
in the biological sample. Support for these amendments can be found throughout the 
specification. Claim 33 has been amended to clarify the invention. Claim 55 has been amended 
to clarify that the expression of the intronic RNA correlates with the expression of the exonic 
RNA. Claim 75 has been amended to a method for measuring the expression level of at least one 
gene comprising measuring the level of a plurality of polynucleotides capable of hybridizing to 
target genes of interest wherein the expression of said intronic sequence is confirmed to correlate 
with the expression of a corresponding exon sequence and detecting and identifying the 
polynucleotide-intronic complex. Support for these amendments can be found throughout the 
specification, for example paragraph [0016]. Claims 98 and 99 have been amended to recite a 
100 urn 2 section. Support for this amendment can be found in the specification at paragraph 
[0036]. New claim 103 has been added. Support for this claim can be found in the specification 
at paragraphs [001 6], [0023], [0028] and [0055]. 

No new matter is added by these amendments. Applicants expressly reserve the right to 
pursue any canceled matter in subsequent continuation, divisional or continuation-in-part 
applications. 

Interview 

Applicants thank the Examiner for the courtesies extended during the interview on 
April 24, 2007. At the interview, the rejection of the claims under 35 U.S.C. §112, first and 
second paragraph were discussed. Ways to overcome the rejection of the claims under 35 U.S.C. 
§102 and §103 was also discussed. 

Restriction Requirement 

The Office Action states that Applicants election of species of SEQ ID NO: 1, 14, 15 and 
16 is acknowledged. Unless a generic claim is found allowable, examination of Claims 59, 60, 
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and 77-79 will be limited to the elected SEQ ID NOs only. Furthermore, Claims 67-74 and 
80-94 allegedly encompass patentably distinct species (i.e. genes or gene sets). Based on 
Applicant's election of SEQ ID NO:l, examination of Claims 67-74 and 80-94 will be limited to 
genes or gene sets comprising CEGP1 if no generic claim is found allowable. Claims 69, 70 and 
89 are withdrawn as non-elected inventions, since these claims do not list CEGP1 . 

Applicants believe that Claim 55 is allowable and request the reinstatement of Claims 69, 
70 and 89 upon an indication of such allowability. 

Objection 

Claim 72 is objected to under 37 C.F.R. §1.75 as being of improper dependent form for 
failing to further limit the subject matter of a previous claim. 
Applicants have canceled Claim 72. 

Specification 

The disclosure stands objected to because of the use of the term "uM". The Office 
Action requests correction to "um". 

Applicant has corrected the specification to recite "urn" Withdrawal of this rejection is 
requested. 

Claim Rejections under 35 U.S.C. §112, Second Paragraph 

Claim 33 stand rejection under 35 U.S.C. §112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. It allegedly cannot be determined from the claim whether "is fragmented" 
requires an active method step of fragmenting the RNA or whether the method of Claim 32 is 
simply applied to a sample containing fragmented RNA. 

Applicants have amended Claim 33 to clarify that the RNA sample comprises fragmented 
RNA. Withdrawal of this rejection is requested. 

Claim 55 stands rejected under 35 U.S.C. §112, second paragraph, as being indefinite 
because it allegedly cannot be determined whether "the expression of which" refers to the 
intronic RNA or to the RNA comprising intronic RNA. 
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Applicants have amended Claim 55 to clarify that the expression of the intronic RNA has 
been confirmed to correlate with the expression of a corresponding exonic RNA. Withdrawal of 
this rejection is requested. 

Claims 75-88 and 90-100 stand rejected under 35 U.S.C. §1 12, second paragraph, as 
being indefinite because the claims provide for the use of a plurality of polynucleotides for 
measuring gene expression but the claims allegedly do not set forth any steps involved in the 
process. Claims 75-88 and 90-100 stand rejected under 35 U.S.C. §101, because the claimed 
recitation of a use without setting forth any steps involved in the process results in an improper 
definition o f a process . 

Applicants have amended Claim 75 to recite a method for measuring the expression level 
of at least one gene comprising measuring the level of a plurality of polynucleotides capable of 
hybridizing to target genes of interest wherein at least one of the said polynucleotides comprises 
an intron-based sequence wherein the expression of said intronic sequence is confirmed to 
correlate with the expression of a corresponding exon sequence and detecting and identifying the 
polynucleotide-intronic complex. Claim 75 now recites the method step of detecting and 
identifying the polynucleotide-intronic complex. Accordingly Claim 75 meets the requirements 
of 35 U.S.C. 1 12, second paragraph and the requirements of 35 U.S.C. §101. Claims 76-88 and 
90-100 depend from Claim 75. For these reasons, withdrawal of the rejections of Claims 75-88 
and 90-100 is respectfully requested. 

Claims 77-79 stand rejected under 35 U.S.C. §112, second paragraph, as being indefinite 
because the recitation of "The method of Claim 75 comprising . . .amplicons" is vague and 
indefinite. 

Applicants have amended Claims 77-79 to recite wherein said polynucleotides comprise 
the amplicons. The claim is now definite and withdrawal of this rejection is respectfully 
requested. 

Claims 97-100 stand rejected under 35 U.S.C. §112, second paragraph, as being 
indefinite because Claim 100 recites "the plurality of polypeptides" in reference to Claim 75 
which does not recite polypeptides. 

Applicant has amended Claim 100 to recite polynucleotides which is recited in Claim 75. 
Withdrawal of this rejection is respectfully requested. 
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Claims 98 and 99 stand rejected under 35 U.S.C. §112, second paragraph, as being 
indefinite because the recitation of "a lOOu section." The term u allegedly has no units or 
dimensions. 

Applicants have amended Claims 98 and 99 to recite lOOum 2 sections. Support for this 
amendment can be found in the specification at paragraph 36. In addition it is known in the art 
that the area on a microarray is measured in (am 2 section. See for example Fodor et al. 
paragraph [0123] (already of record). Withdrawal of this rejection is respectfully requested. 

Claim Rejections Under 35 U.S.C. §112, Written Description 

Claims 97-100 stand rejected under 35 U.S.C. §112, first paragraph, as failing to comply 
with the written description requirement. Newly added Claim 100 recites "the plurality of 
polypeptides is immobilized on a solid surface in an array." The original disclosure does not 
recite polypeptides immobilized on a solid surface. 

Applicants have amended Claim 100 to recite polynucleotides. Support for 
polynucleotides on a solid support can be found throughout the specification and in Claim 43. 
Withdrawal of this rejection is respectfully requested. 

Claim Rejections Under 35 U.S.C. §102 

(1) Claims 75-88 and 90-100 stand rejected under 35 U.S.C. §102(b) as being anticipated by 
Fodor et al, (US2001/0053519). 

With regard to Claim 75, Fodor allegedly teaches an array of every possible 10-mer 
oligonucleotide, since every possible sequence of 10 nucleotides is represented on the array, the 
array would inherently comprise an intron-based sequence the expression of which correlates 
with the expression of a corresponding gene. 

The standard for anticipation under 35 U.S.C. § 102(b) is strict identity. Anticipation 
under § 102(b) can only be established by a single prior art reference that teaches each and every 
element of the claimed invention. {Structural Rubber Products Co. v. Park Rubber Co. 223 
USPQ 1264(1984)). 

Applicant have amended Claim 75 to recite a method for measuring the expression level 
of at least one gene comprising measuring the level of a plurality of polynucleotides capable of 
hybridizing to target genes of interest wherein at least one of the said polynucleotides comprises 
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an intron-based sequence wherein the expression of said intronic sequence is confirmed to 
correlate with the expression of a corresponding exon sequence and detecting and identifying the 
polynucleotide-intronic complex. 

Fodor does not teach that the expression of the intron sequence has been confirmed to 
correlate with the expression of a corresponding exon sequence. Accordingly, Fodor does not 
teach each and every element of the claimed invention of Claim 75 and claims 76-88 and 90-100 
which depend therefrom. For this reason, withdrawal of this rejection is respectfully requested. 

(2) Claims 25, 27-30, 34-36 and 101 stand rejected under 35 U.S.C. § 1 02(b) as being 
anticipated by Coleclough et al. (1984). 

Coleclough allegedly teaches a method for measuring gene expression in a biological 
sample. It is allegedly inherent in the teaching of Coleclough that the expression of said intronic 
RNA sequence correlates with the expression of an exonic mRNA sequence because the steady- 
state level of any intron would correlate with the steady state level of any exon from the same 
gene, as the two are transcribed as a unit and thus have the same rate of synthesis. The Examiner 
points to a statement from Coleclough in the abstract "a high level of k gene expression is not a 
prerequisite of a cell containing detectable free k introns; the lymphoma 38c has only 5% or less 
of the amount of k mRNA that the plamacytoma MCP-1 1 contains, yet the ratio or free intron to 
mRNA precursor is about the same in both cell lines ". 

The standard for anticipation under 35 U.S.C. § 102(b) is strict identity. Anticipation 
under § 102(b) can only be established by a single prior art reference that teaches each and every 
element of the claimed invention. (Structural Rubber Products Co. v. Park Rubber Co. 223 
USPQ 1264 (1984)). 

Applicants have amended Claim 25 to recite a method for measuring the expression level 
of at least two target genes in a biological sample, comprising: 

(a) providing a polynucleotide complementary to an intronic RNA sequence within 
said target genes, wherein the expression of said intronic RNA sequence has been confirmed to 
correlate with the expression of an exonic mRNA sequence within said target genes; 

(b) hybridizing said polynucleotide to said intronic RNA sequence to form a 
polynucleotide-intronic RNA complex; and 
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(c) detecting and identifying the poiynucleotide-intronic RNA complex; 

(d) determining the gene expression level of said target genes in the biological 

sample. 

Coleclough does not teach a method of measuring at least two genes in a biological 
sample. Accordingly, Coleclough does not teach all of the elements of the now claimed 
invention of Claim 25 and Claims 27-30, 34-36 and 101 which depend therefrom. For this 
reason, withdrawal of this rejection is requested. 

Claim Rejections Under 35 U.S.C. §103(a) 

(1) Claims 25, 27-30 and 33-44 stand rejected under 35 U.S.C. § 103(a) as being unpatentable 
over Fodor et ah (US200 1/00535 19) in view of Duvick (USPN7026123). 

Fodor allegedly teach a method for measuring gene expression in a biological sample 
comprising providing a polynucleotide complementary to a sequence within a target gene, 
wherein the expression of said sequence correlates with the expression of an mRNA sequence 
within said gene, hybridizing said polynucleotide to said sequence to form a polynucleotide- 
sequence complex and detecting the polynucleotide-sequence complex. The Office Action states 
that Fodor allegedly teaches a complete 10-mer array and this array would allegedly inherently 
provide polynucleotides complementary to all possible introns. The Office Action states that 
Fodor does not teach or suggest measuring gene expression by specifically using polynucleotides 
complementary to intron sequences. Further, Fodor allegedly defines mRNA at paragraph 
[0038] as transcripts of a gene including mature messenger RNA ready for translation, products 
of various stages of transcript processing. Thus, Fodor' s transcripts would allegedly include 
intronic sequences. 

Duvick allegedly teaches detecting intron RNA and the level of detected intron RNA 
would be proportional to {i.e., correlate with) the transcription rate (see column 5, last 
paragraph). 

It allegedly would have been prima facie obvious to one of skill in the art at the time of 
the invention to incorporate the suggestion of Duvick (to detect gene expression by detecting 
intron sequences) into the general method taught by Fodor for using oligonucleotide arrays to 
measure gene expression. One would allegedly have been motivated to choose intron RNA 
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when practicing the general method taught by Fodor, because in light of Duvick's disclosure, 
intron RNA sequences simply represent equivalents of the exon RNA sequence for the purpose 
of detecting an RNA transcript. 

In order to establish a prima facie case of obviousness, the PTO must satisfy three 
requirements. 

First , the prior art reference (or references when combined) must teach or suggest all the 
claim limitations. In re Wilson, 424 F.2d 1382, 1385, 165 U.S.P.Q. 494, 496 (C.C.PA. 1970); 
M.P.E.P. §2142. 

Second, there must be some suggestion or motivation, either in the cited references 
themselves or in the knowledge generally available to one of ordinary skill in the art, to modify 
the reference or to combine reference teachings. In re Fine, 837 F.2d 1071, 1074, 5 U.S.P.Q.2d 
1596, 1598 (Fed. Cir. 1988); M.P.E.P. §2142; Cf.Al-Site Corp. v. VSI Int'l Inc., 174 F.3d 1308, 
50U.S.P.Q.2d 1161 (Fed. Cir. 1999). 

Third , the proposed modification of the prior art must have a reasonable expectation of 
success, determined from the vantage point of the skilled artisan at the time the invention was 
made. Amgen, Inc. v. Chugai Pharmaceutical Co., 927 F.2d 1200, 1209, 18 U.S.P.Q. 1016, 
1023 (Fed. Cir. 1991), cert, denied, 502 U.S. 856 (1991); In reErlich, 22 U.S.P.Q. 1463, 1466 
(Bd. Pat. App. & Int. 1992); In re Dow Chem., 837 F.2d 469, 473, 5 U.S.P.Q.2d 1529, 1531. 

Here, the references fail to teach or suggest all of the claim elements. Furthermore, even 
if the combination of the references did teach or suggest all of the claim elements, there is not a 
reasonable expectation of success. 

The Examiner states that the 10 mer sequences of Fodor would inherently comprise 
polynucleotides complementary to all possible intron sequences. However, as the Examiner 
states, Fodor does not teach or suggest measuring gene expression by specifically using 
polynucleotides complementary to intron sequences. Fodor, in paragraph 0038, may state that 
transcripts are RNA including for example mature messenger RNA ready for translation, 
products of various stages of transcript processing. However Fodor in Example 1, uses extracted 
poly(A) RNA which RNA has already been processed. Accordingly, Fodor teaches the use of 
already processed RNA. 
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Duvick teaches a method for rapid analysis of gene function which allows the screening 
of large libraries of nucleotide sequences for involvement in modulating the activity of a 
transcriptional regulatory region. The method comprises generating a library of unique plasmids 
which contain one or more U-tag sequences and a candidate sequence. The U-tag can be 
inserted in either the 5' untranslated region or the 3 'untranslated region of the reporter sequence 
or the U-tag can be designed into an intron sequence that occurs within the reporter sequence. 
Duvick indicates that the mRNA preferably contains stabilizing sequences to include a poly-A 
tract, which stabilizes the mRNAs. 

Duvick does not teach or suggest measuring the level of target genes present in a 
biological sample by measuring the expression level of the intronic sequence which correlates 
with the exonic sequence in the target gene. Rather, Duvick is measuring the level of a U-tag 
inserted into a plasmid which has been placed into a host cell. 

Accordingly, the combination of the Fodor and Duvick does not teach or suggest the 
claimed invention of measuring the expression level of at least two target genes using a 
polynucleotide complementary to an intronic RNA sequence within said target genes wherein the 
expression of said intronic RNA sequences has been confirmed to correlate with the expression 
of an exonic mRNA sequence within said target genes. 

Furthermore, the literature teaches away from the use of intronic RNA sequences to 
measure the expression level of exonic mRNA. The prevailing view is that introns are rapidly 
degraded and therefore, more difficult to detect than exon sequences (see introductions Thomas 
et al, J. Virol. 76:532-40; Clement et al, J. Biol. Chem. 276: 16919-30; and Padgett et al, Ann 
Rev. Biochem 55:1 1 19-1 150 (1986). (already of record) For example, Clement at page 16919, 
second column states that "very few spliced nuclear pre-mRNA introns have been detected in 
vertebrate cells. Most of the spliced introns that have been observed in vivo are derived from 
strongly transcribed genes." Similarly, Thomas on page 532, first column states "in fact, it has 
been shown that these introns are indeed unusually stable (21,30,48,50). This is in contrast to 
typical cellular introns that are rapidly degraded following excision from the pre-mRNA." 

On the other hand, the inventors have surprisingly found that intronic RNA sequences 
tend to be readily detected by RT-PCR. Furthermore, the intronic sequences tend to correlate in 
their expression levels with their respective exons. This latter point is particularly unexpected 
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because there is little or no evidence that the ratio of the overall rate constants for synthesis and 
turnover of transcribed intron and exon sequences are similar. 

For these reasons, Applicants maintain that Claims 25, 27-30 and 33-44 are not obvious 
over the combination of cited references and respectfully request withdrawal of this rejection. 

(2) Claims 25, 28-30, 32, 33, 36-39, 44, 55-58, 61-66 and 102 stand rejected under 35 U.S.C. 
§ 103(a) as being unpatentable over Dannenberg et al (U.S. 2001/029018) in view of Duvick 
(USPN7026123). 

Dannenberg allegedly disclose a method for extracting total RNA from formalin-fixed 
paraffin embedded tumor biopsy tissue followed by reverse transcription and real-time PCR to 
quantitate gene expression of specific genes. The Office Action states that to the extent that 
claim language refers to the expression of intronic RNA correlating with the expression of 
exonic RNA this limitation is inherent because the steady-state level of any intron would 
correlate with the steady state level of any exon from the same gene, as the two are transcribed as 
a unit and thus have the same rate of synthesis. Dannenberg allegedly does not teach detecting a 
polynucleotide-intronic RNA complex (although Dannenberg does teach reverse transcription of 
total RNA with random hexamers which would meet this limitation). 

Duvick teaches detecting intron RNA and that the level of detected intron RNA would be 
proportional to (i.e., correlate with) the transcription rate. 

It would allegedly have been prima facie obvious to one of ordinary skill in the art to 
incorporate the suggestion of Duvick (to detect gene expression by detecting intron sequences) 
into the general method taught by Dannenberg for using PCR probes and primers to amplify 
RNA extracted from formalin-fixed paraffin-embedded tissue. By modifying the method of 
Dannenberg to use PCR primers and probes based on intron sequences one would have arrived at 
the claimed invention. 

The legal test to establish a prima facie case of obviousness has already been discussed. 

Duvick has already been discussed. Duvick does not teach or suggest measuring the level 
of target genes present in a biological sample by measuring the expression level of the intronic 
sequence wherein the intronic RNA has been confirmed to correlate with the expression of the 
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exonic RNA sequence within the target gene. Duvick is measuring the level of a U-tag inserted 
into a plasmid as expressed in a cell. 

Dannenberg does not teach or suggest determining the level of expression of a target gene 
by measuring the level of an intronic sequence which has been confirmed to correlate with the 
expression of an exonic mRNA sequence within said target gene. Accordingly, Dannenberg 
does not teach the deficiencies of Duvick. 

The Examiner has stated that the expression of an intronic RNA which correlates with the 
expression of a corresponding exonic RNA is inherent because the steady-state level of any 
intron would correlate with the steady state level of any exon from the same genes, as the two are 
transcribed as a unit and thus have the same rate of synthesis. The Examiner states that even if 
the intron sequence degraded more rapidly than the exon sequence, the steady state levels of 
intron and exon would still correlate. 

In response, Applicants note that the prevailing view is that introns are rapidly degraded 
and therefore, more difficult to detect than exon sequences (see introductions Thomas et al, J. 
Virol. 76:532-40; Clement et al, J. Biol. Chem. 276: 1 691 9-30; and Padgett et al. , Ann Rev. 
Biochem 55:1 1 19-1 150 (1986). Clement at page 16919, second column states that "very few 
spliced nuclear pre-mRNA introns have been detected in vertebrate cells. Most of the spliced 
introns that have been observed in vivo are derived from strongly transcribed genes." Similarly, 
Thomas on page 532, first column states "in fact, it has been shown that these introns are indeed 
unusually stable (21,30,48,50). This is in contrast to typical cellular introns that are rapidly 
degraded following excision from the pre-mRNA. Accordingly, Applicants maintain that it was 
taught in the literature that introns were not detectable because of their rapid degradation, and 
thus the level of introns could not be measured because they were not detectable. 

For the reasons set forth above, Applicants maintain that the literature teaches away from 
measuring the level of introns to determine the level of expression of target genes. 

Accordingly, for the reasons set forth, Claims 25, 28-30, 32, 33, 36-39, 44, 55-58, 61-66 
and 102 are not obvious over the combination of the cited references and Applicants request 
withdrawal of this rejection. 
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(3) Claims 67, 68 and 71-74 stand rejected under 35 U.S.C. § 103(a) as being unpatentable 
over Dannenberg et al. (US2001/0029018) in view of Duvick (USPN7026123) and further in 
view of Dai et al. (US 2003/0224374). 

The teachings of Dannenberg and Duvick have been discussed. Dannenberg and Duvick 
do not teach applying the method of Claim 63 to a sample of breast cancer or invasive breast 
cancer. Dannenberg and Duvick do not teach determining whether the likelihood of long-term 
survival of said patient without recurrence of breast cancer has increased or decreased. 
Dannenberg and Duvick do not teach normalizing expression levels of genes of interest against 
expression levels of all RNA transcripts. 

Dai allegedly teaches measuring gene expression of CEGP1 in a sample of invasive 
breast cancer. Further more Dai allegedly teaches statistical analysis. Additionally Dai teaches 
determining whether the likelihood of long-term survival without the recurrence of breast cancer 
has increased or decreased. Dai allegedly teaches the expression level of each of the markers can 
be normalized by the average expression level of all the markers. 

It allegedly would have been prima facie obvious to one of ordinary skill to apply the 
method suggested by the combination of Dannenberg and Duvick to measuring the expression of 
CEGP1 in a sample of invasive breast cancer, perform statistical analysis, and render a prognosis 
as taught by Dai. One would be motivated to apply the method suggested by Dannenberg and 
Duvick because Dai teaches the accurate prognosis could allow the oncologist to tailor 
administration of adjuvant chemotherapy. 

Claims 67, 68 and 71-74 depend from Claim 55. As discussed Duvick and Dannenberg 
do not teach or suggest all the elements of Claims 67, 68, 71-74. Dai does not teach or suggest a 
method of amplifying intronic RNA in a sample comprising contacting DNA obtained by reverse 
transcription of RNA comprising intronic RNA, wherein the expression of the intronic RNA 
correlates with the expression of a corresponding exonic RNA, with at least one set of PCR 
primers and probe corresponding to said intronic RNA. Accordingly Dai also does not teach all 
the elements of Claims 67, 68, 71-74. For at least these reasons, the present rejection over 
Duvick and Dannenberg in view of Dai. should be withdrawn. 
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(4) Claims 59 and 60 stand rejected under 35 U.S.C. § 103(a) as being unpatentable 
over Dannenberg et al. (US200 1/00290 18) in view of Duvick (USPN7026123) and further in 
view of Dai et al. (US 2003/0224374) and GenBank (GL8052236) and Buck et al. 

The teachings of Dannenberg and Duvick have been discussed. Dannenberg and Duvick 
allegedly do not teach the method of Claim 58 wherein said pool comprises SEQ ID NOS24, 25 
and 16. 

Dai allegedly teaches measuring gene expression of CEGP1. 

GenBank discloses a genomic sequence comprising CEGP1 gene including introns. The 
sequences of SEQ ID NOS:14, 15, and 16 are found within intron 1 of the CEGP1 gene. 
Buck et al. allegedly teaches the equivalence of primers. 

It would allegedly have been prima facie obvious to apply the method suggested by the 
combination of Dannenberg and Duvick to measuring the expression of CEGP1 in a sample of 
invasive breast cancer. 

Claims 59 and 60 depend from Claim 55. As discussed Duvick, Dannenberg and Dai do 
not teach or suggest all the elements of Claims 59 and 60. GenBank does not teach or suggest 
that the expression of intronic RNA correlates with the expression of a corresponding exonic 
RNA and thus does not teach or suggest all of the elements of Claims 59 and 60. Buck et al 
does not teach or suggest that the expression of intronic RNA correlates with the expression of a 
corresponding exonic RNA and thus does not teach or suggest all of the elements of Claims 59 
and 60. For at least these reasons, the present rejection over Duvick and Dannenberg in view of 
Dai, GenBank and Buck should be withdrawn. 

Please direct any calls in connection with this application to the undersigned at the 
number provided below. 
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Please charge any additional fees, including additional fees for extension of time, or 
credit overpayment to Deposit Account No. 08-1641 , referencing Attorney's Docket 
No. 39740-0007 A . 



HELLER EHRMAN LLP 

275 Middlefield Road 
Menlo Park, California 94025 
Telephone: 1.650.324.7000 
Facsimile: 1.650.324.0638 



SV 2272913 vl 

8/6/07 7:22 PM (39740-0007) 



Respectfully submitted, 



Date: August 6, 2007 
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